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3. REPORTING FACILITY List ai: locations where animals were noused or used m actual research, testing, or expenmentation, or held for these purposes. Attach additional sheets if necessary ) 


FACILITY LOCATIONS { Sites ) • See Atached Listing 


t REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY < Attach additional sheet* If necessary or use APHIS Form 7023A ) 


A. B. Number of animal 

being bred, 
conditioned, or 

Animals Covered held for use in 

By The Animal i teaching, testing, 

Welfara Regulations experiments, 

research, or 
surgery but not ye 

I used for such 

I purposes. 

C. Number of 1 0. Number of animals upon 

animals upon ; which experinwts, 

which teaching. j teaching, reseamh. 

research, ! surgery, or tests were 

experiments, or j conducted involving 

tests were i accompanying pain or 

conducted I distress to the animals an 

involving no pain, 1 for which appropnate 

distress, or use o' 1 anesthetic, anatgaslc. or 

pain-relieving \ tranquiiizing drugs were 

drugs. I used. 

. E. Number of animals upon which teaching, expenments, 

! research, surgery or tests were conducted involving 

1 accompanying pain or distress to the animals and for wh 

j the use of appropriate anesthetic, analgesic, or tranquiiiz 

1 drugs would have adversely affected the procedures, res 

j or interpretation of the teaching, research, expenments, 

1 surgery, or tests. ( An explanation of the procedures 

producing pam or distress in these animals and the reasc 
such drugs were not used must be attached to this report 

F. 

1 TOTAL NUMBER 

j OF ANIMALS 

1 

1 ( COLUMNS 

i C+D+E) 

j 

1 

4 Dogs 2 1 

248 65 

1 10 

323 

5. Cats 



0 

6. Guinea Pigs 1 4 

54 

! 66 

1 0 

120 

1 

7. Hamsters 




1 0 

8. Rabbits 


i 


0 

9. Non-human Primates [ 

87 

i 

25 1 

0 

112 

10. Sheep 1 




0 

11. Pigs Q 

7 

0 

0 i 7 

12. Other Farm Animals 


i 

: 0 



1 

1 


13. Other Animals 



1 

1 

0 


I 

! 




i 


[ ASSURANCE STATEM ENTS 

1 ^ Professionally acceptable standards governing the care, treatment, and use of animals, including appropnate use of anestetic. analgesic, and tranquiiizing drugs, prior to. during, and following actual rest 
teaching, testing, surgery, or experimentation were followed by this research facility. 

2( Each principal investigator has considered alternatives to painful procedures. 


3’ This facihtv ndnenng to the standards and regulations under the Act, and i* has required that exceptions to the standards and regulations be specified and explained by the pnncipal investigator and ap 
msfit^ticna! An'mal Care and Use Committee (lACUC; A summary of all such exceptfons is attached to this annual report. In addition to identifying the lACUC-approved exceptions this summary me 
brief d-xpianaticn of the exceptions, as well as the soecies and number of ammais affected. 










Column E Explanation 


1. Registration Number: 48-R-0004 

2. Number of animals used in this study: Ten in column E 

3. Species (common name) of animals used in this study: Dog 

4. Explain the procedure producing pain and/or distress: 

The procedure was a 90-day toxicology and toxicokinetic study with a 45-day recovery 
period. An escalating dose design was used, and the highest dose produced clinical 
signs of tremors and seizure. 

5. Provide scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would Interfere with test results. (For Federally mandated testing, see Item 6 
below) 

The objective of the study was to determine the toxicity and toxicokinetic profile of the 
test article following oral administration for 90 days, and to determine if delayed toxicity 
and/or recovery occur after a recovery period of 45 days. The pharmacological signs 
associated with the drug could not be treated as it would interfere with characterizing 
the toxicity of the drug and whether any toxicity was delayed or reversible. 

The study was conducted per the requirements of FDA 21 CFR 312.23 as follows: 

(a) IND content and format; (8) Pharmacology and toxicology Information: Adequate 
information about pharmacological and toxicological studies of the drug involving 
laboratory animals or in vitro, on the basis of which the sponsor has concluded that it is 
reasonably safe to conduct the proposed clinical investigations”: (ii) Toxicology: “an 
integrated summary of the toxicological effects of the drug in animals. . .” and . ..the 

description is to include the results of acute, subacute and chronic toxicity tests...”. 

The study was conducted per ICH M3 Nonclinical Safety Studies for the Conduct of 
Human Clinical Trials for Pharmaceuticals. This guideline requires “A characterization 
of toxic effects with respect to target organs, dose dependence, relationship to 

exposure, and potential reversibility. The nonclinical safety studies should be 

adequate to characterize potential toxic effects under the conditions of the supported 
clinical trial”. 

6. What, if any, federal regulations require this procedure? Cite the agency, the 
code of Federai Reguiations (CFR) title number and the specific section 
number (e.g., APHIS, 9 CFR 113.102) 

Agency: Food and Drug Administration CFR: 21 CFR 312.23 fa)(8)(ii) 
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